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^pa± mm m 



(54) mmom} 75^7<n^3-;n«w#Rtit?-n*^^aE« 



(57) imm 
nti2] 

0-C0-(CH2).-R* 



R*-CH.-CH-ai-R' 
I 

. NHCOR' 



(1) 



^i^7;w^;P«. 7;i'r>--;wS. t Ho^f >-7/i-^^-yi^ 
7;l'3df>';l'S. X{i:7v;^^/^7^■^i^SSr^L. 
(iTISit ( I ) - (VI) T'^§iiSSI^7$yaS: 
S^L. R< {i*SlS^^. iSBl7yW='E-yUSs 7SyS. t 
y«L<(ii'm7;u=SE-;U7$yS, ft£a7;P3'^^/L' 



(2) !^¥10-324671 
1 ,2 

im^l] Tte^ ( 1) T'^$ix-5TSyT;P3-* liti] 

O-CO- {GHa)« -R- 



R» -CH 



, -CH-in-R' 
NHCOR'' 



(1) 



liTies^i ( I ) - (VI) t-a^ixsaj^rsyss'jjs 



[^t2 ] 



— N p 



(I) 



/r5 



{«) 



,(CH2)„ 



|CH^)p 



, , Rio 



(III) 



i':?'n7/i("Sf;uS. t Kodri/>'^'n7/U'^/P 
77;P#;i/fiXf4ffiffi7/l'='f/US*«SSi§nTv^T 

fia7/k'^f;i«. iKi»7/k3^j/;i^, t hd 

i])),if-.-A^^ rv}\^^)Vm. f^'jyVSs T'^)\/:^ 

Tsy^atf75yffi&7;u^/i^*»'?M{fti 

df;PSX{4t l<n:^i/jfe^7;l'=^;i^S^a-r*>, 
ffiiK7;i^^;i^»*«SiaLT»-^T t J; v^h•'^!J i^yg 

xiiTie^ (viDxn (VIII) i&^-r. 



\ 
/ 



N— R'* 



(VII) 



(VIII) 



(IV) 



(V) 



(VI) 



30 



40 



[iB*iH2] -«tst ( 1 ) Jcfcv^T. ?!)<S}iS2-*50 



1 907/1^^71^2. r)vni<ii^iv&x\tr^iv^}\'i^^ 
i^SS-^L, R3 ^;i/^'J/3S;f5aT/U-^;P7S 

•CaS^§i^TV•>Ti>J:v^>'^'^7W^75yS: tV 
adfv';l^t<<4t l<n^i'<M7;P^/L't'am§nT 

TtJ:Vitf^7i^VS ; h*A (h HD^v'ffi8l7;WdE- 

/U) 7S /S ; aVh KoJf >';^^t<^4h h'adf 

(fii^s«i7sysrj)i>, it^minm<r)7iy'7)i^ 

[n^3 ) ( 1 ) iZHK^T. Ri 

h Hudfxt'^';>'VSX{4t'<'Ji^V«TX>0. R« 

^i^/i^r«>s . 19*^ 1 iei8i07 s yrji^o-juwrn 

(IS5R«4 ] ( 1 ) ^CtjV^•C. R» *<7xr.;U 

i^fl':^^i^&Th*). R3 *«*;W;i;UyS. N-;><f-/l' 
e'<7>'VSX{4j^X:J'y-;U7$ySrj)'5. R' *^ 
^^Jli^. x;'<f-yl'75yS> ;< b=^>-SX<4*;P^Cdf 
i'yl^-Cfc 0 , -^cOAftffiE** (IS. 2 S ) f ft S V 

IS^^ 1 iei8<7)7 s y 7;i'3-;i'SiSI*. 

.[im^5 3 -m, ( 1 ) ^^fcv^T, R' *f7x~yi^ 



(3) 

3 

Xii:^)l7t(^'^)mvSi*). -tOAi*i£a*« ( 1 S . 2 
S). (IR. 2S) X(i ( IS, 2R)'eAl..ii* 

m^me] -Wi^ ( 1 ) ^zii\,\X. R' *<7x-;p 
ST$>'3, R2 5&«y-/hS, ;t^f-;l'3r^j/SX{i'^>' 
i;;l^:t=¥i'S-C'*)'), R3 troUvV 
tr^UvVSs i^:?n^dfi^;i.7 5ysx{i£/^'o 

[0001] 

[0002] 30 

mm&. xiimmmms.i^m^^ifttxcom.. m 
ix\>-^h^ttim(>tiX\>^i, 

[0003] ^*^t't>;!?y^^U;tv mi^Tmit^ 

m^^t\^hti. m^tx'iz^^(om^<7)mm'i:f 40 

■f xr/^ (Cronassiair«) ^j:imiifi±l^^tl. ^mt 
immm^tlX^^i (1#gBBa52-349 1 2 

[0004] Y(nm!muh^mt 
i^^}iti^Y^m^-fh}i\,^o 9^r<n{,(r)X'hhi)K -e 



0-3 24 67 1 

4 

;U-^uy-l-royv-;u (PDMP) S-^Bltt. D 
- h L-:t- P D M P i'/U-t 7 S H^^^PIK^ 

mttz (J. Lipid. Res., vol. 28 , 565-571, 1987), 
(0005] StC. D-hUjj--PDMPta:oTGS 

§fL.|.it*«f8^$itTV^S (J. Biochem., 110, 96-1 
03,1991) , tfc. D-^^:t-PDiWP*<x-^7*X^S 

GQ 1 btcj: t**ilffi$iiTi^ 
l> (Biochea. Bioptiys. Res. Conunin. , 222, 494-498, 

1996) . zm^X*). ;<fy/'J;ti^HGQi blii/:^ 

rmmz-mm^-jfH'X'i) ^zt ^^m^ti. m 

[000 6]-:^. D-hl':t-PDMPO)t^^f*: 
■C*>^L-M^5j— PDMPti. GSL<7)^-^^$rffi3i 
tl'^^ti^hi>Zbi^mmi^iiM.iiiLX\>^h (J. 

Ceil. Physiol., 141, 573-583(1989)). LA^t^:** 
L-hU-^t-PDMPAilfigifijiaiOrtHtt^yy/'J 

t izmixii^KmrnsTh o . «!itft«^r$/i-c 

100 07] ^ZX-^^m^hii. L-M^;j--PDM 

p^ 2 - Ti^fur s y ro-'NV wt-issi**?, :M)jSiHii 

mmWmi&MM^ (J. Neurochem., 67,1821-1830(199 
gBWO95/05 1 77) . 

[0 0 08] 12. 2|£5|BM/c>{iL-hP>J--PDMP 

N -;>< f-Zl— D - T::^>"!;I^T'- h ( N M D A ) ^J1B*3R 
Wi^3IH-=f (Brain Derived Neurotrophic Factor; B 

DNF) mx'i^i-rximmmizjm Lt: t # ^zmn 

SilSMAP ^-f— b'(MAPIcinase; mitogen-activatedpro 

L-hP:t-PDMP ii^^-fyxm^mmmzitm i 
TMAP ^i—^^mmsmtt?>ztm»^Lx\^ 

$<otCL-M/t-PDMPtJ:&GQl b^filcil 



(4) 
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[00 0 9] b*»L, ±ie«OL-M^:t-PDMPti, 

in vivo tmim^^m. ^'p^msmmm - 

[0010] 

>:t- P DM P^02 -ri^yPTS /7'DAV-;t'^^ 



[00111 

[001 21 
[it4] 



0-CO- (CHa)« -R'' 



R' -CHa -CH-CH-R' 
ilHCOR' 



(1) 



[0013] CS't', R' \tT>V^)\^. T/l'^CX/P 
^v'lSSr^L, R« ttTie^ ( I ) - (VI) 



20 



-N O 



— N. 



(I) 



(II) 



Oil) 



[00 141 
[€5] 



X 



(IV) 



(V) 



— NH— r^-im:^ 



(VI) 



.11 



[0015] C^*. R5 &l^R« iRl-XttS'S: > 
7Sy'IKffi7yu=^;i^. i-:? n7;i^^;t'S. hHo^i?-:/ 

rvlV^)Vm. br^Ui^VS. 7i^;U5t=>f^^. 75/ 
S&t/7 5 /<K)lft7;P^yua*»^>S{f L , R 
9 l4l8ST4'Wf$nTV^TtJ:v\<Ra7yP#W>'S^a 

7;P^;PSX{it Ho=^M£iSi7;i-^yua^^t*\ ?> 
§l,^^±RlOi:RU{i^ •til'^***§-&tTOI.gSlH?t 
1Ka7yu^;U3!)*S}ftbT»-^TiJ:v^t^yi;yS 

X{i*;U*'jySi&^L. m{i2-6c0^^aL, P 
{±2X{43S:|gL> XJiTffi^ (VlDXti (VllI) 
t. 

[00 16] 

[^ce 1 A 



50 



\ 



N— R'* 



(VII) 



(VIII) 



[00 17] (^4', R'2{4ffiilR7;P'5r;PS. 7x/P 

^^£^g7/^adf>';^;^i^ci;^3SX{4e'J>-';^ss:^ 

[0 0 18] ^:^c*M4. 

C 2 ] -JK^ { 1 ) \,Zii\^X. R> /ti<-^J««^^ tT><^ 
■CtJ:V^7x::;/UST'J)'). R^ y/^|!l2~19c07 

7/1^3^ j^;HSX{i7 7/i'^/u;r#i'S^^ 

R3 ; mcDV^ivr^J^ ; tyi' 

yffilR7/P^;P75 yS ; h b'a^vyUt^Sil 

•Cv^t"tiv^>'^'D7;u^;i'7Sys ; hFo^ifj^/i^ 
L<J4h Ho=if>'fifi»7;i/#;Wt'i^SitTV^Tt J:v^ 
ecu i^VS ; <SI57;W^/l^T'Sm$^lT<-%t:i> iV^t^ 
'<7i^yS: t*;^ (bHadp5/ffi6i7;l^='f;l') 75 y 

7SyS-CJ)'3, R* **li?iSiOfct$'>Tfc«7Sy7;P 



(5) 

. 7 

C 3 ) -jfR^ ( 1 ) fcioi^T. Ri A^7x-;i.ST'J> 
S/S. i^^'O'^yf-zPTS/S, to'Ji/VS. N- 

C4 ] -m: ( 1 > icfci^T. *<7x:^;l^t- *> 

0. R2 *>V-;^^. j}-^^;P^=^-j/SX«i'<>i^*;U;t 10 

i'VS, XJii^Xi^y-zPTSyST-AO. R« 

SfibOs -tc^iftlESAM IS, 2S)X'hh7^J 

C 5 3 HR^ ( 1 ) ica^yc. R> *«7x-;l/STfc 

;P;K=Sf i//l^f i> 0 . 'f-coiftiiiS*^ ( 1 S . 2 S ) . 20 

(iR. 2S)X{i(is. 2R) •C2bsr5y7;i'3 

( 1 ) ttev^T, Ri jfr^yx-Zl'S-Cfc 

^i^mth"^. R3 *<^:;u*>jy«. troui-vs. f 

;< h^i^SX{±;{?;k-ii:^i^;HlT*'?. 

1 R, 2R) T'$>ST$/7'/P3-;W^^f4c ; 
$^>{C. ±fB-)K^ ( 1 ) xm%tl 30 

JS^-g-WtSEiiltrat, itftiWJS3!feii<7)?^^flX{±lii3 
fttf^Jtra-r* . ±ia C 4 J ~ C 6 J (cfcttl.- 
( 1 ) iO-fb-^^^jOiftEM. (IS. 28). (1 
R. 2S) , (1 S. 2R) X»4 ( IR, 2R) (i. -e 
^l-e'tiL-Mx^^c. L-X'JhD«s. D-X>Jhn«s 

( 0 0 1 9 ] aT> *i&BS&^i*wi:ijeBfl-ri. . 

[0 0 2 01 2f5||BBfc:fcv^T. {KtttJiK^^fl-e 

T-$)&:ii:5rgi*-tS, 40 
[002 1] ±iS^+. R' *WS<7),K«5gC(46~ 1 

bHodf-v-^l., hHadfv-fififtr/Udf/l'XIi-hD 
IRi^ii?. i -SfflwSjftSf aSi^it-C »r^-C t> J: X 

-/PS, mi\i7^-)^. s^'^h=jfi/7x-/us, i'' 

h HDdfi/7x-;US**Wc>a, St^ff^ L<(i7x 



!^¥1 0-32467 1 
8 

[ 0 0 2 2 ] ^4", R2 3i»s^-rS<^^ift{± 2~ 1 9 
Sftt<. J:'9ff*L<{ij^3a7-l5<orypaf;t^ 

{ft KDdf^>'/v7'f-;l'. hHodf-VyriiK tHn=ari' 
xi^vi^) s j^^4-i 4<^r;urf;^i/;us mt\i 

[ 0 0 2 3 1 5»;>f . RMi. if L < {4t;P* ij y S ; 
/UTSmSixTV^Tt.iV^f'^^i^'yS; fx (hHo 

^a^^i^jv7S.ym^ x^'o^yf-zursys. to 
'otii.. Si»^tv^s^i. *!T&BH(7)r5yr;i'3-;P 

T^'SrS. R3 *>'t;l';J-s';yS. N-^f-ykf'^^i^y 
SX{4i^'X:?y-;P7SyST»'), fiftlBS** ( 1 
S, 2S) ThU^. XaR3 A^bHo^i^f'^Ui^* 
i£:*K5S*M IS, 2S) . (IR. 2 

s) XJ4 (1 s. 2R) Tf>ii%-^. mm's^^mm, 

Lx^iz^mvhi, -If. R« t/^^jut^^j ym. h-n 
Oi^ym. t'^ijyya, i/^o^^x/ursyiixji 

i^:7o^yf-/l.rS ysf fcO, iftES** (1 R. 2 

R) T-abi.^^. 



[ 0 0 2 4 ] R4 mtm.TJi'^ji'mk tx 

e/K -(vrotvp, y^/K -fyrf-zK s-7f- 

/P=»f;l/7 S y St LT{4, 1 Xtt 2{i(?)ii!nEj£®7;U^ 

/PS-lrt&Tsys (^^/ursy, xf-7i/7sy, r 

0^/1-75 y, 7f-;i'7$y. >''y^/L'7Sy, s^'xf- 
/i'7 5 y , =jra hvu7 s y . i^n-zur s y ^) >&w 
tl\>\ iSMTJUa^'^jmtlXli. m^^l-'4<n 

hltK ntL<\i\X\i2X'ht, R< tLTiOif 



(6) 

9 10 

f)h\^Ufi'ii(^>^jumx'f)^. mm Kumm [0025] 

-CH. . -CHa -N (CHa). , -CHa -OCH» Rtf 
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-CH, CH2 -COOH 

[0 0 2 6] ii<mfhiii,, ■ 

[ 0 0 2 7 ] 3»i ( 1 ) t^$il4*5iMH«r S 
-;H^g?#:(a;5^ ( 2 ) X'7n^tlh75.y7>l^:i-m 
«*«*i!S5:C0- (CH2)n -R4 t2WJi£;tl.;!?;U 

OH 
I 

R'-CHz-CH-CH-R' > 

I 

NHCOR* 
(2) 

[0030] x7.t;M1::^ t LT(i. ±IB;<7/i';K>K 

(2) vm^tih7iy7)Ua-)i'imiiiX\t^mm 

1mm mummm t:mt:<^uy. fUvy^<7)W 

hUxf-^uTsys v'Tyrnt^i/xf-zi/Tsy, 
N - y u y^^tsjss, ^mmi- h u 

^lJSl!jl«t>xxT;HI^$r{fi3i-ri.i><7)-CJ>titf. 



^ [0028] ^ (2) t:-*$il.g.TSyr;W3-;H5|^ 
«t(^R> . R» XttRs I'. x^T/WfcS^fcStLTR 

10 ^^jSS^^feilSTtRSL, xxryMtRJtC^ff^^:^. 

[0029] 
[^8] 

O-CO-CCHajn-R" 
I 

R»-CH2-CH-CH-R' 
1 

NHCOR* 
(1) 

•k [003 1] ji%$«jo-5o-c. 

iL<liS^aT (5-3 5°C (J r S K0050)). 
IS^I^IfcBIl, L < a 1 0 2 Hl^tf i)^^ 

ggtl.^i:*«T'#S. xxf-;HtR)sEco^. »SSx^ 

fflp^-^i^-y-T, ^ ( 1 ) xm.-^ixt^wm^mWi 
[0032] ±1^ ( 2 ) T'a§ii.i.^i:^{4. mm 

J. Lipid. Res., Vol.28, 565-571(1987) at;f J. Bioch 
em., Vol.111, 191-196(1992) ti£«l$iTJt»:0:^at2 

mtx^^L. m\,zji^txmmwh^t\.zi.'>x 

[0033] 
[<t9] 



1 1 

CH2 -COR' 
NHCOR' 



(7) 



1 0-32467 1 



1 2 



-» R' -CH» -CH-CO R' 
NHCOR' 



NaBH« 



-> R» -CH, 



OH 
I 

-CH-CH-R> 
I 

NHCOR' 

(2) 



[0034] -r^hh. ( 2 ) x-m^tii^t'^ 

T-ftS^-^, 2-rx;t'TSyT-fe:h7xyyS-'7>'rx 
•yhRjE-C2lSrSy (R3 H) 

OH 

NHP^ 



[ 0 0 3 5 ] ( 2 ) T'^SflS^b^d. 



HO' 



(3) 



OH 
NHP^ 



[0036 ] 
[^tlO] 



OH 



(4) 



NHP' 
(5) 



OH 
NH2 



(6) 



[0 0 3 7] CiC*. *(S^^^^^U: Pi {ir$ 

[0 0 38] t=5:*>'^. ^ (3) -e^SS^tSTS/TyP 
3-;Pi^^f4soii!a7j<KSco;^t;iWilS (Y) timXL 

3 H-c*$)h.i.rsy^K)C$ii-, ^ ( 5 ) t-s^^^is 



OH 

NHC0R2 

(2) 

Sl6ttSI^«c$:^0$-tfS^J:t J: 0 . S(i ( 2 ) X'tTk^ 

[ 0 0 3 9 ] ^/c. ±m. ( 2 ) t-^^^I^^t^ti. 
<^t^J: =^5yWb^ ( 7 ) '^mWRt L 

[0040] 

[fl:i 1] 



(8) 
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HO" 



1 3 

OH 
NHCOR* 




14 



R^H R^-'N^r 




OH 



(2) 



[0041] tKchib. it-^^ ( 7 ) <7) 1 mmmco?^ * tut^a. nmmmmm. i^tr^^msm 

(Y) mxm. mmmrTmmz^x:^ mm. wmmmmm. MAP^^-^-^fimm 

^^Y^jym^^-thit'^ (8) hLfz^^ ssm ssri-b, in vivo iztiuximnmrnm. i^ry 

x^-k^ ( 9 ) t Uz\k. mmM-^^'iX:^^^V') y ^■^\,x\-^h<r>x. ^<ni. 5^r5&Mtc«-:>xfli®Eii'g?& 

ass. 'jyr^ig. i^a'^^K, ^v^ym. f-^i^. a x. mnm^*i'. mm. mus.'mmmm. naaj 

c t I. , i«o J: ^ ^igc7)i8i«sa«ce0iaiD:^ai' ->xmmm^w^^fihn^(r>^i!mm.m. ; mi^' 

i-^Tff 3 c: , mum ( 1 ) xrn^tih^-^ t:, twiJfftiJKimi^iittttflgisi®, s^sw*^ 

m^)i'n^^<o±Mcrm^maLxmi^'^.mm.i,z^ 30 h.^i,z±mm^\^-Y\^^x'hhi^^m\t'^\i. 

mm^'&irni&kw nmm(mmtLxmmm.\w. mf^^-^fm 

[0042] mm.'} ^^mt^\immxhhi^ m^m^-^hm 0 , ^wm^im^-^ix.-t. mt\t 

^a:fe«*{c*ftS^»KJiO. 5iig/.l WS.Xhh Lxmx^i,. tti. ±ie<7)J:3=5r*fSBit^(4. 

<^(C*tt. L-hW?r-PDMPlr7-tf;PXXT;Mt jSJSC A l^l^i^#3S«5E$-te±tl>>Efta*<i2^4> 

L^c^SSC^J 1 (^ME-^ljiO^^JS {mS&m 1 - 2 ) ti^^^ a, i/.:3|5^BJ'ft-^ti0^^t-&il^7 (5t ( 1 ) tcisff* 

{C^»?jt**5!j#$iXs 4ffi:ft®*&l^l%h'>^-y8 -0-CO- (CH2)n -R« ^^ifi)<-OHXhhit 

0(Tween80) ^^4a:fem*tm-S>S«SJi-?-ii-f 40 ^) iZimLXMf^^nm^<. iJ^mM^(><^m 

ill 0 omg/mi ifz. mmmi- 1 w^l ^^ti^r$)^f^tf>. ^mnm^m.mhmi. mzim 

^(o^'xy®?^ (^ifiw 1 - 2 ) umzwm&m mmK^mwrn^ ■ ^mit ix. mumm 

±1. ^mmAimi%h^^-y8o-fn±mf^ mmmff^^^miz^m-hi, 

7Mz1^-thmmmil 0 Omg/oil i;^±X'h•^t:. [ O 044 l -Ij. :^^Mib^<0^1^. nm-^figft 

[0043] c#fflD *^0^^b-^!t*i(i. mmi:tt^it-^i±. ^m^j:^mTmtmi-h 

mmthm^^u u.mi:M-^< m&t txm mM^o^mmthmmiSimM^mitthm 

p9tt^•*L'c^^l.. 3*: ( 1 ) x-Tn-^ti^it^i. ^<7) srqg-t, m^w^it ix^mx'hi. ^mm^o-h 

i*ieS (L-M^;t, L-xUho. D-M^jf, D U^tXJiL- hU7j-CAI>*«HBfl:^!femi<!0i d^rffl 



(9) 

1 5 

[0045] mmt:i ^ssm-^wi, urn 
I. 

[00463 mamib Lxii. mi mm?L nr^ 

tint , S^XJi^-C-jte UT#«. ^ i: & . ^ 
■^MzimLxm::k1^X'%h, *)t«t*T-b;l/S'J 

^f<zm%%Lx'i%tzh-h^x'th, ttz. i^mm'm 

h 2 0 , d^U V;!^- h 6 

0. d^'jy;i^-H8 0 (h'^^f-yso)^) . j&zi' 
[0047] ifjipsi^jt LTfi. aits'], mmi^- ■ 

'Sfm : iSi?. h U -^A, ILSt, ?Lilt h U 

mm^^twt. wmp'&Lt:.^. ryrMz-mtx 50 
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1 6 

mtthzbi;iX'%h, tfi.^wm.^uz. vi^^ 

[0048] ife. aiti^Jt L-C«i. SHilSI 
'^<^^j$JSoK#*«i>m'5rU;Ky-Aiffi!l^y hr>y >' 
v^^?nx7i7^*W4.til,. !^t:-^yx7xr- 

m^H-&t:m=-^^hzhm%^m-t^j:<. mm 

1 ofgejgaiat^-r<i-i.wT. 
<r>mivimmh^i,zimx'hh. ujKy-AgjS'j 

li, ^C0Ud?y-A91Si!J£(C.G. Knight, Liposones: 
From Physical Structure to Therapeutic Applicatio 
ns, pp. 51-82, Elsevier, Amsterdam (1981); Proc. N 
atl. Acad. Sci., U.S.A., Vol.75, 4194 (1978)} Clago 
XWmthZtifiX'^h. 

[0049] tti:h*>. ')Ti(v~mmm-mmm 
wmt LT{4. i^^)ym imui^^y. i<a.v 

-/k 'Jit^xy 7^'J)l'if^)-^u~iv. t^xyri-'JfU 
x^'/wursy. *;Ui^^'jfy^) . -^^vyflin 
{i/XfTx3^ iViiixy r^i/ivn^)y ^ -jnjv^ 
fi'itiXyri-i^jUz} g i^^VV'^h^)l't^X7ri--J 

/u:sii?y-j]^T^ym)m<7)<jymi/^m^tii. t 

o-;i/. 7 ^ h>^7-n-;k v- h ;^-ro-;L'. 
Xro-;u^) . Uri^V-Uzn^Hi^i-^Zttii 
^htiX\>^i>mn(yi^^^y'ri-i^ym. ■/'-fef-;P*X7 

x-h^) , iE^s^i:n^tiztm^iix^^hm 

s?ft. d'-Tjs. fffift^) ^^isi<om^(omn 
mimLxhx\,\ 

[0050] v^V'-j>.(owmi. mumrcoimiT 

^MM) liz^ti^mmv, mmm^L. 79x3 

^com'^iizii^^xT^m^x (mm^^. T)Vdyij 
m) m^Tx-mmmmiL. m.\,zmikm 

xmnh. 'm^<nw/-.L^\^hf^\h\z\t. m 
mAm. imm/m. wy-i-rvxmmmm 
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1 8 



r- U ;Ky-A (mmmt'f- ; tStS2 5-5 OnmS 

[ 0 0 5 1 ] stfcs mmmnt lx. nmm^iiis 

>'>'-7-7Sh'-4-;<f-;l'^V'J>, 7x-/UrS 

#A>^ii>. ^^^3-;^^. i-vi^ynm. •7yy-x 

aU^t<t-&C:fctT#4 (#BB¥4-69 3 3 2^ 

mmfim. yi^y^riy^immmi^i'^x^ 
[00 533 mik^ii. ^mit-^mz:^^^m 

[0054} ^mmmii. ^wMit-^m^zB^'?-^ u 

y, S7n'>. )Tiit)>'^97-{y, *fyxf-u-y/ua- 30 



[0055] T-T^Ui. *5|B3-fk^KOi/y, Ti? 
[00561 j5!li<fa5iswt=g*«$*i$^a 

[0057] :^m{t^imLm.(r)mm. mzu 
ummKimw&m • mmt Lxmm-rm 

X. 'Jt-y Kv^^n;^7x7*m 5?ffivS14IHJ&^tJ 

[0058] cmumii ^mitiMim^-i^b i 
x^^timim^-ma. 4< 
mwmffiW^izmmtimmmtDitmizmi't^ 

mmi. M.^<o^it. mm. tmrnzmtm.^ 

&-ttf}K -mzii. 0. 2 5~2 0 0iDg/kg . i^tl 
<{i0. 5~100ii«A« ^-B HsI*>|>(rWWaJ: 

izmxik^t^, 

[0059] C»tt3 5jSK«0WisteriK^>y h2rfflV\ 

mmi- 2mmit-kiik (mm) mh-huyt- 

tkfiU.Z. aSJI^m (Vehicle) i:tTl. 5%~2. 5% 
Tween 8 0 ^W4ai:feiS;KS:ffll' ^T#^^2:-^tJait 

m^mt. iMi^-yHz^msia.y.) iz±t)m 
LtimmmizTTi-t, 

[0060] 

[^1] 



LD.,ii (i.v.) 2mmi.v.m-o(msmk' 



ms&mi-2 <Ditm imfS) siog/kg 



lOrag/kg" 
20nig/kg" 



[0061] 

[^it^j] d:iz:^mimmmizx *)mzmmizmt 
mt bxm, 

[0 0 6 2] IBIij^lJl (IS. 2S) -2-^y'J)U 



^ (IS. 2 S ) - 2 -Ky'Jjl'yt^iy/)JU^.::i)l'7^y 
-1-7XX/U-1, 3-7*OA*>'i/:f-;H 5. 4g 
(51. Onmol ) ^^t^^Uy 1 5 OmUC^A^L, t 
'J i^V 1 2 . 1 ml ( 1 4 9 . 61B1110I ) 
±T;<^'>;^;U:J-vX;P^'oUH4. 5Gi(58. Immo 

1) 5: s^i^wcsrruc. *js±-c'3o-a-ra«*fL 

fctk. mmx-mmit:, mm7ix\^?>zbi 



/^•>'>'':t-/^-3-^^'>'X;^*-;^xXTy^^0•&)S, jsgo TLC (^'□^;^;^A : .X^'/-;|^= 2 0 : 1 . ^^->f 



( 

1 9 

y : »igXf-;l.= 1:1) X-mUUcm. 7K1 0 Omia 

mmiSiU n-^^^y : S^®!X-f;P=2 : 1 ( 1 
OOml) mt. -^tmifz. ^tULfcm^nih^ 
L, n -^4r1f y : RKXf-;P= 2 : ITlit^tLT. S 
€iilgii<^eiie«l®16. 6g (JR«8 5. 7%) $:# 

I0063]mmm2 us. 2S) -2-K>i>}U 
i^;!>;l.,-f^r:/l.7 5 / - 3 'Jy-l-7x- 

yp- 1 - r o/sy -/WiO'^Rg 

(IS, 2 S ) - 2 -Ky-J/U:f^>'?f}>l'in-Jl'T 5 7 
-1 -7x-;^- 1 . 3-rpyN-yvxt-yl'-3-;<^' 
yj^/PT^-yPXXr/H . 2 1 g ( 3 . 1 9miiiol ) i& 
N, N-i/j^f-yt-^^/UATSKenU^ilf^^L, m&T. 
^EJl't^^Jyi. 1 1 g ( 1 2. Sminol) iMx.. 4 O'C 

LC {^fXJOt^)\^A: :>(^y—)l'=2Q : 1. n-A^df 
■<f>' : »i8xf-;i'= 1:2s »SIx^;L') T5liSU:C: 
fit. ia*l;^i!7j<St h U '^Ajta? ODiiai;l^g|xf-;U 

( n -As^f^^y : i^i|X^;W= 1:2) THISLs ilfe 
>*tt«^i5!|l)U5 0 7. 5nig(JR$4 3. 0%) 

iooe4]vmm3 (i s, 2s) -2-7-5/- 

6!; 

(IS, 2 S ) - 2 -Kyi^)U:^^'>:/!i)l'ii(-H'7 5 / 
— 3 - U / - 1 - 7 X 1 -7*nAV-/l^4 
38. 8mg(l. 1 9iiiniol) S:;<:?y-/H OmUc^** 
1 0%/'t7>'''>A^l 2 6. Sing (10. Ooiol 

C (^'OO^yUA : j>{:J'y-;l'=9 : iat/7 : 3 ) T 

^hm^Lfz, ^m^imLz. m^m-mwrn. 

275. 6iiig{lR$98. 5%) ^%tz. 
t0065]||^m-l (IS. 2S)-2-r;& 
y /PT 5 y - 3 /P:^ U y - 1 - 7 xx;l/- 1 -r 

(IS. 2S) -2-TSy-3-t;l'*Uy-l-7 
x::.;l'-l -7'oy\V-;U944. 0ing(4. OOmmo 
1) S•>:?y-;^4Inl{3}f*^Ls ^'Jxf-;^7S>'6 6 
8. 0^tl(4. Sramol) S-Jnt. tKJ^TICTt;'^/^;!' 
^'nUKO. 82iiil (4. Omnol ) ^rSSTLit. 30^ 
f*. TLC (Pi!Xf-;k ^DOT^/L-ix : Xr^'y-zUz^ 
20:1. ^OQ*;WA : ;<:J'y-;U=7 : 3) TRjC 



11) !^¥1 0-324671 

2 0 

3 0mlSrJnx, 9 O^^I^JfcSU^. KiSjgJR^ jSEift® 
H^Stm^^ V 'J 2 0 oil ^Mt . PBIX 

f-;l^ 5 0 ml tlilitiJ . ^lSl*;KSm*]^J!i*-?-h. 

m2 omi •cii»:aHM*. mtf Y y -^AiTnas. ^ 

yyt':^7A^n'7h^^77^- (i^Kxf-;t-) 

t, *Efea:yi<0SHe«9 30. 5nig(fR$5 9. 6 

%) ^mtt, 

[ 0 0 6 6 ] i@|S[0lj4 - 2 ( 1 S, 2S) -2-t;* 

10 y-^;i'r$y-3-t;p*u>'-i-7x— /1/-1-T 
(IS, 2S) -2-7';*>''f;wr5y-3-*;w*u 

y- 1 -7 x::::;!^- 1 -raiiJ-iV ( 1 7 9 g , 4 5 
9. Ommol ) IC2N JfiK ( 2 5 Oral ) ?:J[I;ts *^^T^:: 
T-^at^. «rasLi^^tgaS:^'7;?.7^/P^-±r 
^IStt. tK ( lOOilXS) , x-T/t' ( 1 OObIX 

5) tm^tm ^iaT4 8i^iajsEfay!iL. aste 

^<r>(lS, 2S) -2-riiy^)VT5./-3-=^iV 

- 1 -7x-;i-- 1 -rpAV-;i'<gisfi ( 9 
20 8. Og. JR455 0. 0%) 

[0067]i@|gW5 (IS. 2S) -2-Jt^f-/U 
Tfdf >';5r;l^5lfX/t'r 5 y- 3 y- 1 -7x- 

^asseyBT^^atifc ( IS, 2s)-2-rsy-3- 

t/P^'J y - 1 - 7xx;l/- 1 -7*PAV— /Ue 2 7 . 
7ii«(2. 6611UD0I) $:y^'y-;H OiiiUcjS*»ts ^ 
aT> h'JX^;UT5yO. 5 ism] (3. 7 2 3miiio 
1) iMtfzm. *}S±(:'r^oodpi?n-?r^'f-;l'X 
Xr/l^O . 6 2 5inl ( 3 . 1 9iiiol ) , m^T 1 
30 5 Lt:: . RJtBI^Tf*. y ^J' y 5 ml it\il 2 

o^mmua^. mm^m.'s^L. i^x^;n o 

aD^«afnJtig7K'?-*l'?-'il7 0inlX'mj^c-^^. fiSlJ^h 

tiWEmiiii^^}t^)V:^yJ^-?U'?Yi^y7 -i- (n 
-'^^Sf^f y : i^Kxf-;!/* 1:2) fWflt. 4tfejai«e 
<^mtBll®8 14. 5nig(JR^7 8. 1%)S:^|^. 
TLC Rf 0.21(n-Hexane:AcOEt=l: 2), 0;32(CHCl3 :HeOH= 
20:1), 0.36(AcOEt) 
40 iH-NMR(CDCl3) d: 7.38-7.26(5H. ra. aromatic). 4.99 
(IH, d, J=3.42Hz. H-1), 4.08(1H. d. H-2), 3.98(2 
H. m. COOCHj). 3.73(4H, m. (CH2)20). 2.66-2.45(6H. 
D, CH2N(CHj)2). 1.54(2H, n, COOCHaCHi), 1.27(10H. 
m,(Cifc)5CH3),0.88(3H, t, CH2Cib) 
i3C-NMR(CDCl3)5: 156.5. 140.7, 128.3, 127.6. 126. 
2. 75.4 . 66.9. 65.3.60.1. 54.4. 52.0. 31.7, 29.2. 
29.0, 28.9, 25.7, 22.6, 14.0 

^•ft-^OLDsoji (i.v.a4) (i6 9i«/lcg TAO, 
50 2jiS:filfil4T<0il^«Pfi (KSSl41tO-iKttJS, fls 



(12) 



1 0-3 2467 1 



21 

m^^S.) «2 Omg/kg -cib-p^o; 

[0 0 68] flliilWie (IR, 2R) -2-Kyi^)\^ 
:t=^ v;<>;PtC-/Ur S / - 3 - trn U i/V- 1 - 7 X- 

( 1 R , 2 R ) - 2 >'Vl^;t^>';J;W.-Ka/|^7 S 7 

-i-7x~;p-i. 3-rn>'"«>'j;':t-;i'-3-x^' 

y;^;l^i^-/Ux;?,f-;l^ 1 . 5 2 g ( 4 . 0 1 mmol ) ^ 
N, N-i^';>{f-;L'*;l'Ar5 K (DMF) SiDU::i§*» 
tfoUi/yi. 14g (16. Onunol) ^Ml. 4 

0-5 O'er 1 8^mmLi;im. BHlxf-;n o om 

: ^ 3^ /-yu= 2 0:1) T'Hg! t , mmm<^ 
Wma'^l . 2 1 g (IK$8 5 . 5%) 5r»Jt. 
[ 0 0 6 9 ] lfflii|01J7 (2S. 3S. 4E) -2-T 

(1) (4S, 5S)-5-(l-(E) -^dr-tr- 
;U) -4-hh'adf>->f-;l/-2-y-/U-2-:4-^lJ- 

(2s. 3s. 4E) -2-T*/-<;^rsy-4-y 

;t^y-l, 3-i^:t-/^2. 3g(7. 0 2M0l)<Ot 
Ui/'yi Omijg^tt;, g3g#H^T0'CT\ ^^'>';?.;i' 
d?Cl/l/^DiJ h'O. 6 51111 (8. 4 3iM0l)^}gTL 
yt:. or-cmwrn. tyl-^'jye. imi (70. 
2iiiiB0l) ^t[it. A4^m(-ltz. i^Kxf'/l'T'SlEl 

^^^l^')tyiV:^=7A'?u-7Vyyy A~ (CH3 
CI ) TWi^L, Umum . 46g (IR$6 7%) 

'H-NMR(CDCl3: DiO exchange) : 5.77(1H, dt. J=15.5. 
6.6Hz, =CH-CH2), 5.49(1H, dd, Jnl5.5, 8.3Hz, CH-CH 
=), 4.69(1H, t, J=8.3Hz. 0-CH). 3.80(2H, m). 3.50 
(IH, a, CH-OH), 2.27(2H, t, J=7.6Hz, N=C-CH2), 2.0 
7(2H. q, J=6.6Hz, =CH-C!k). 1.62(2H, m), 1.26(16H, 
m). 0.89(6H, m, Ob) 

TOF-Mass: 310(M+H*). 333(M+Na+H') , (C19H35NO2 309) 
HRMS(FAB)Ci9H36NCfe(M+H'), Sllffi: 310.2746 

ffl; 310.2750 

CaD d23=-75.9 • (c=1.10, CHCh) 

[0070] (2) (4S. 5S) -5- (1- (E) 

-A,df^:-/u) -4-tu*yy^f-;u-2-yx/u- 

(4S, 5S)-5-(l-(E) -'Vdr-fe-Zl') -4 
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0 0iig(2. 2f>ma\) ffymt^^vyi5itiWSAZ. 
S3K#HmT-4 5rT', fiji-'yo. 5 5ml (6. 7 
9iimol) tm^Y^)7)V:^umkO. 4 6 ml (2. 7 1 
■ol) ^SSTtyt. -4 5'CTll$lffla*m, 
yi. 98111 (22. 6111110I) Srlnife. -45x;-ci 

>'i;;^^^';U;<77A^'0"7h^57 -f- (n-A,;^?-*;-^ : 
10 g^iSX^;l.= 2:1) tltSIU, ^l&Ml 4 1 . Ong 
(JR^3 9%) 

»H-NMR(C0Cl3): 5.76(1H, dt. J=15.2. 6.9Hz. =CH-C 
Hz). 5.46(1H. dd. J=15.2. 7.6Hz. CH-qi=), 4.62(1H, 
t, J=7.6Hz, 0-CH), 3.87(1H, q, J=6.9Hz, N-CH), 3. 
68(4H, m. (CHj)20). 2.63-2.32(6H. 0. ai2N(CH2)2), 
2.26(2H. t, J=8.0Hz, N=C-CH2), 2.06(2H, a. =CH-C 
Hl). 1.61 (2H. m). 1.26(16H, m) , 0.89(6H.in, CH3) 
13C-NMR(CDC13): 167.7, 134.7. 128.1. 84.5, 69.7, 6 
6.7. 62.9, 54.0. 31.7. 31.0. 29.3. 29.1, 29.0. 28. 
20 2. 25.9, 22.5, 22.0, 14.0, 13.7 

TOF-Mass: 379(M+H*), (C23H42N202 378) 
HRMS(FAB)C23H«3N202(MfH*), Sl&fii; 379.3325 
ftt; 379.3322 

CaDD"=-38.4 • (c=1.00, CHCIs) 

[0071] (3) (2S. 3S, 4E) ~2-TfjJ 

■i)vr\J-\- ^;i'3^ 'jy-4-y:t-y-3 - 

(4S, 5S) -5- (1- (E) -^df-bX/P) -4 
U * 'J y ^ f-;W- 2 - y xy|^- 2 -i^^^n) V 3 
9iiig(0. 1 0 3ini!iol) l:3N iei?3ml^]!)Di.. M;ST 
30 1 3 ^rolJt^ LTt: . 1 N N a 0 H T'pH 9 (CilS t . 
SKx^;i.T3lIlttaiL. ^t«Uieain:^*'C'ift?l> 

^37^- ( n-'v^-ty : g^^xf-;^= 1 : 3 ) "Ci^ 

SiiL. wmmn2A. sm (Jtz$6o%) s-t#7t. 

•H-NMR(CDCl3; D20 exchange): 5.73(1H. dt. J=15.5, 
6.6Hz, H-5), 5.42(1H, dd. J=15.2, 6.3Hz. H-4). 4^2 
8(1H, dd, J=5.9, 3.3Hz, H-3), 4.05(1H. b.H-2), 3.6 
9(4H, t. J=4.6Hi, (CH2)20), 2.69(1H. dd. J=13.2, 
40 6.6Hz. H-la).2.56(4H. t. J=4.6Hz, N(CH2)2). 2.51(1 
H, dd, J=13.2. 5.9Hz. H-lb), 2.17(2H. t, J=7.9nz, 
OO-CH2). 2.06(2H, m. =ai-qh). 1.60(2H, a), 1.26(1 
6H, m).0.89(6H, a, CH3) 

»9C-NHR(CDCl3) : 173.5, 133.5, 128.8. 73.5. 66.7. 5 
9.6. 54.1. 49.8 . 36.7. 31.9. 31.2, 29.3. 29.1. 25. 
7. 22.5, 22.1. 14.0. 13.8 
TOF-Mass: 397(M+HO, 420(MtNa*)(C23H44N203 396) 
HRM5(FAB)C23H45N2Cb(Mfir). SUM; 397.3430 
fl; 397.3430 
50 Ca]D23=-23.3 * (c=0.49. CHCI3) 
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10072] ISiiWS (2S, 3S. 4E) -2-T 

y ;wz 5 y - 1 / - 4 -;t ^ ^T-fe 

3-j1--;K75^^ 

(1) (4S, 5S)-5-(l-(E) -A!.y:?r'^r 
_4_t Hn=^i'^^;L'-2-yr:;P-2-:t* 

(2S, 3S, 4E) - ^-riJ J )^r^y -A-i! 

3-Vi!-lV2. 48 g (5. 4 Tub 
ol) oe»J i/>2 Oml{§}£{C. ^SR^H^TOXJT. 
;i^y;^;U^-;L':7nU b'O. 55iiil (7. llmmol) ^ 
STF 1 3t . Q-CT' 1 ^s^m^. 'J ^ 4 . 8 mi 

(5 4. 7«ui»l) S>JPt, MlBT15I^ISM#L;t. 

^^;^;^AT3latt^^iL. ^^■^m^fm^x'm 

leas' ^iSK**L, >?>?K*«JEj®a8^. 
d^^^-^vy^y^- (CH3 c 1 ) T-mSL. 

®1. 64 g (IR$6 9%) 
iH-NMR(CDCl3; DaO exchange) : 5.77(1H. dt, J=15.3. 
6.6Hz, =CH-CH2). 5.48(1H, dd. J=15.3. S.lHz. CW-CH 
=), 4.70(1H, t, J=8.1H2, 0-CH), 3.80(2H, m, CH-OH. 
N-CH), 3.49(1H, dd, J=11.6, 4.3Hz, CH-OH), 2.26(2 
H, t, J=7.9Hz,N=C-CH2), 2.05(2H, q. J=6.6Hz. =CH-C 
fk). 1.61 (2H. m. N=C-CHi-CH2.), 1.26(34H, m), 0.88 
(6H. t, J=6.9Hz, CHa) 

'3C-NMR(CDCl3): 169.0, 135.6, 127.5, 82.4. 73.4. 6 
2.6, 32.1, 31.8, 29.5 . 29.3. 29.2, 29.1. 29.0. 28. 
7, 28.2, 25.9. 22.6. 14.0 

TO-Mass: 436(M+H*) , 459(M+Na+HO, (CjeHBaNOj 43 
5) 

HRMS(FAB)C28H64N02(H+H*), Stfeil; 436.4155 MS 
ffi: 436.4147 

CaJ d23=-54.4 • (c=1.00, CHCb) 

[0073] (2) (4S. 5S)-5-(l-(E) 

(4S. 5S) -5- ( 1- (E) -^y^T-fe-;U) 
-4-tHndfi/'^ ^JV- 2 2 -if^-^V 'J 

y\. 58g{3. 6 3nunol) (OJg-fb^f-P'y2 0 0ml 
mi^Z . ^mWm%T- 4 5'CX\ t i^'y 0 . 8 8nl 
(10. 9iwiiol) tte7KhU7;P:to|^irO. 7 3inl 
(4. SBnunol) ^JiSTL^. -4 5t;T'2il$P^MJ5|5 
^;P;l^Uy3. 2iil (3 6. 3nmoI ) *jDt/i. - 

tM^^ii^V f]f)Vf)z>l.9 b 7 .f - ( n 
-As^-t^- : S^S!X^;U=3 : 1 ) TffilSlL, ffilSftl^ 
4 3 2mg (IR^2 4%) 

iH-NMR(CDCl3): 5.75(1H.. dt. J=15.2, 6.9Hz. =CH-C 
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Hj), 5.46(1H. dd, J»15.2. 7.6Hz. CH-CH=), 4.62(IH, 

t, J=7.6Hz. 0-CH), 3.87(1H, q. J=6.9Hz, N-CH), 3- 
68(4H. m, (CH2)20). 2.63-2.^(6H, m. CMiN(CH2)2), 
2.26(2H. t. J=8.0Hz. N=C-CH2). 2.05(2H, q. J=6.9H 
z. =CH-C!ii), 1.62(2H. D, I^C-CH2-C!i2).1.26(34H. 
ni), 0.88(6H, t, J=6.9Hz, CH3) 
13C-NMR(CDC13): 167.8, 134.8, 128.1, 84.5, 69.7, 6 
6.8, 62.9. 54.1. 32.1, 31.8, 29.6. 29.5. 29.4 . 29. 

3. 29.2. 29.0, 28.9, 28.3 , 26.0, 22.6, 14.0 
10 TOF-Mass: 505(M+H*). (C32H80N2O2 504) 

HRfE(FAB)C32H6iN2 02(M+H*), ai&ffl; 505.4733 'm. 
{I; 505.4736 

C«] d23=-18.8 ♦ (c=1.00, CHCU) 
[00741 (3) (2S, 3S. 4E) -2-TilJ 
;l'7S y - 1 -^yp* 'J y -4 rJ'T-fey- 3 - 

(4S, 5S) -5- (1- (E) -'<>'^'T-b-/U) 
-4 - 'J y.xf-;i/ - 2-y 2-4-^1f^/U 
y3 14iiig(0. 6 2iiDnol) C3N igit3iiil$-jD;Cs g 
20 fflT2l^«l#U!t. Si£J?ffiJClN NaOHS-jDoH9 

\,zm^\.fdk. @fiix^;uT'3igi*aiL, ^mm^m^ 

^A^'n^ -{ - ( n-'^^'^y : BtRxf-zl/" 
1:4) X^mL. Sietl® 1 8 7 . Ong (IR*5 8 

%) ^%f^> 

1H-NMR(CDC13 ; D20 exchange) : 5.73(1H, dt, J=15.2, 
6.9Hz. H-5). 5.42(1H, dd, J=15.2, 6.3Hz, H-4), 4.2 
7(1H, dd, J=6.3, 3.6Hz, H-3), 4.04(1H, ni,H-2). 3.6 
30 9(4H, t, J=4.6Hz. (CH2)20), 2.69(1H. dd, J=12.9. 
6.6Hz, H-lb).2.55(4H, t, J=4.6Hz,N(CH2)2). 2.49(1 
H. dd, J=12.9, 5.6Hz, H-lb), 2.17(2H, t, J=7.6Hz, 
CO-CH2), 2.04(2H. q, J=6.6Hz, =CH-CH2.), 1.60(2H, 
COCHz-CHj;, 1.26(34H, m), 0.88(6H. t, J=6.9H 
z. CH3) 

'3C-NMR(CDCl3): 173.4. 133.5, 128.8. 73.6. 66.8. 5 
9.7. 54.2, 49.8, 36.7, 32.2. 31.8, 31.7 , 29.6. 29. 

4, 29.3, 29.2. 25.7 . 22.5. 14.0 

TOF-Mass: 524(MtH'). 546(M+Na*)(C32H62N203 522) 
40 HRMS(FAB)C3 2H6 3N203 (Mtir), SSM; 523.4838 ffl^ 
ffl; 523.4837 

CaD Df5=-17.6 ' (c=t.OO, CHCI3) 
[0075] (2R, 3R, 4E)-t;*/ 

'f yUT 5 y - 1 ;^;J? U y - 4 - y J^y- 3 
(1) (4R. 5R) -5- ( 1 - (E) -'v.^-lr:^ 

;u) -4-t H^^•^;<■f;^-2-y^;^-2-:t=^?^1^ 
(2R. 3R, 4E) -2-f'*y^;i'7$y-4-y 

jfy-1, 3->''^-/W88. 8ing(0. 3 0 5iiiinol) 

50 c7)iS'fi:^f-uy2niijf}atc. ^#asiTO-c-c\ hU 
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Xf-ZUTSi^l 2 8;ul(0. 9 1 Sjsml) Rlf^ ^ yx 
;l.*a;W:5'D'J H28>ul(0. 3 6 6nuiiol ) SrffiTL 
t:. 0'CTmiafSm*> ^r;^*'J>' (267jtxl(3. 

osnunoi) mi. m&'ci 9mmbti. siexf- 

(CH3 CI) -QimL. %WmA8. 5m (iR$5 

1%) mti, 

iH-NHR(CDCl3; D2O exchange): 5.77(1H. dt, J»15.5, 
6.6Hz, =CH-CH2), 5.49(1H. dd. J=15.5, 8.3Hz. CH-CH 
=), 4.69(1H, t, J=8.3Hz, 0-CH), 3.80(2H. •). 3.50 
(IH, m, CH-OH), 2.27(2H, t, J=7.6Hz, N=C-CH2), 2.0 
7(2H. q, J=6.6Hz. =CH-C!b). 1.62(2H, m), 1.26(16H. 
n), 0.89(6H, n. Clfa) 

TOF-Mass: 310(M*H«), 333(M+Na+H*). (C19H35NO2 309) 
HRMS(FAB)Ci9H36N02(M+H*), 310.2746 m% 

fii; 310.2750 

CaD i)"=+75.9 • (c=1.10. CHCI3) 

10076] (2) (4R. 5R)-5-(l-(E) 

2-:t^-9-V'Jy 

(4R. 5R) -5- (1- (E) -Asdf-feX/l.) -4 
- h H P^af 2 - y 2 - W 'J >• 2 

9 8. Orag(0. 9 6 3iiuBol) <50J|g-f(i;<f-V>'2iiil}f?S 
(c. M^#H^T- 4 5 'CT'. t: 'J i'V 2 3 4 ja 1 ( 2 . 
8 9IIUB01) i:*|7|<M>7;l':tni^l 9 4/xl(l . 16 
ramol) ^mTLfz. -A5X.X'\. 5nfmm. 
^DyO. 84il (9. 6 3iranol) $-3!)Di.7t. -4 5'C 

•cmr^. ^iaT2i^iajim*, ifi?x^;K'3iiittai 

y : »i?xfr;W= 3:1) -C'iRJS? Wmii%, 14 1. 
0iDg(ffi*3 9%) 

iH-NMR(CDCl3): 5.76(1H, dt, J=15.2, 6.9Hz, =CH-C 
H2). 5.46(1H, dd, J=15.2, 7.6Hz. CH-CH=), 4.62(1H, 
t, J=7.6Hz. 0-CH). 3.87(1H, q, J=6.9Hz. N-CH), 3. 
68(4H. B, (CH2)20). 2.63-2.32(6H, n, CH2N(CH2)2), 
2.26(2H, t, J=8.0Hz. N=C-CH2), 2.06(2H, m, =CH-C 
H2). 1.61(2H, m), 1.26(16H. m), 0.89(6H,m, CHs) 
>3C-NMR(CDCl3): 167.7. 134.7, 128.1. 84.5. 69.7, 6 
6.7. 62.9, 54.0, 31.7. 31.0. 29.3. 29.1, 29.0. 28. 
2. 25.9, 22.5. 22.0, 14.0. 13.7 
TOF-Mass: 379(M+H*). (C23H42N202 378) 
HRMS(FAB)C23H43N202(H4H*), aUffi; 379.3325 8)^ 
(i: 379.3322 

Ca] d23=+32.5 • (c=0.43, CHCI3) 

[0077] (3) (2R, 3R, 4E) -2—fj»&y 

/UT 5 / - 1 - 'J y - 4 - y * y- 3 - Ji'-zi' 
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(4R, 5R) -5- (1- (E) -A.4f-fer.;U) -4 
U y .Xf-yk- 2 - y::^/W- 2 -:t^-tV'J y 1 
74. Oiig (0. 4 6iiiniol) (C3N igil3inl^2l0tv M 
at- ISI^SJtfPL^. Kl6j«fJStlN NaOHiJni 

pH9tciist^^^. i^Kx>f;pt'3[ai}saits wmi 

9 A V- 7 < - ( n -^^-^-y : Bliexf- 
)v=i : 3) r^KLs Wisnmioe. 4m ims 

10 9%) Sr^fvi. 

iH-NMR(CDCl3;020 exchange): 5.73(1H, dt, J=15.5, 
6.6Hz, H-5). S.^dH.dd. J=15.2, 6.3Hz, H-4), 4.28 
(IH. dd, J=5.9. 3.3Hz, H-3), 4.05(1H. m, H-2), 3.6 
9(4H, t, J=4.6Hz. (CH2)20). 2.69(1H, dd, J=13.2. 
6.6Hz, H-la), 2.56(4H, t, J=4.6Hz, N(CH2)2), 2.51 
(IH, dd, J=13.2, 5.9Hz, H-lb), 2.17(2H, t. J=7.9H 
z, C0-CH2). 2.06(2H, m, =CH-C!k).1.60(2H,iii), 1.26 
(16H,n), 0.89(6H. m, CH3) 

i3C-NMR(CDCl3): 173.5, 133.5, 128.8 . 73.5. 66.7, 5 
20 9.6. 54.1, 49.8, 36.7. 31.9. 31.2, 29.3. 29.1, 25. 
7, 22.5. 22.1, 14.0. 13.8 
TOF-Mass: 397<MtH*), 420(M+Na*) (C23H44N2O3 3%) 
HRMS(FAB)C23H4 5N2G3(Mtff), mmm: 397.3430 MM 
fi: 397.3430 

Ca:i d"=+23.0 ' {c=1.00, CHCI3) 

[0 07 8] DllgWl 0 (2R. 3R. 4E) -2- 

T y 'f /i' r s y - 1 - * u y - 4 - T -fe y 

(1) (4R, 5R) -5- ( 1 - (E) -'^yrJ'T-fe 
30 -;l^) -4-hKodri/-^f-;i^-2-y-yi'-2-3f^ 
-tVU y 

(2R. 3R. 4E) -2-T*y'</l/7Sy-4-;j- 
^f-S'T-ty-l, 3-i/'^-;H. 38g (3. 04m 

oi) ot'ji^'yi omi^i:. mm^mfs.ro'cx\ ^ 

f'yX/l'Ti-^-H'^vVi^O. 33ml (4. 26iibio1)$- 

(3 0. 4moi) itai. miSTF I ammmniti. ^ 
oD-^;^Af 3isittiut, m}ni:m^ii&A<.xim 

A7ovh^^77^- (CH3 c 1 ) tmmi. mm 
®4 9 6iig mm37%) mti, 

iH-NMR(CDCl3; D2O exchange): 5.77(1H, dt, J=15.3. 
6.6Hz, =CH-CH2). 5.48(1H, dd, J=15.3, 8.1Hz, CH-CH 
=). 4.70(1H. t, J=8.1Hz, 0-01), 3.80(2H, m. CH-OH. 
N-CH), 3.49(1H. dd, J=11.6, 4.3Hz, CH2-OH). 2.26 
(2H. t. J=7.9Hz, N=C-CH2), 2.05(2H. q. J=6.6Hz. =C 
H-Oh), 1.61(2H. m. N=C-CH2-CH2), 1.26(34H, m). 0. 
50 88(6H. t. J=6.9Hz, CH3) 
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i3C-NMR(CDCl3): 169.0, 135.6, 127.5. 82.4, 73.4, 6 
2.6. 32.1, 31.8. 29.5, 29-3, 29.2. 29.1, 29.0, 28. 
7, 28.2, 25.9. 22.6. 14.0 
TOF-Hass: 436(M+ir»). 459(M+NatH*). (CjsHbsNOj 435) 
HRMS(FAB)C28H54N0i (m*). 3%ffi: 436.4155 
m.: 436.4147 

Ca;) t"=+54.7 • (c=2.94. CHCI3) 
C0079] (2) (4R. 5R)-5-{l-(E) 

(4R, 5R) -5- { 1- (E) -A^yrJ^T-fe-ZP) 

- 4 - fc H ^ju- 2 - 2 - -rv: u 

y8 02iiig(l. 8 4iuiol) (?Dig'fl:;<-f t'>'4 0Dil^ 
tC, ^^#a§^T-4 5'CT\ fUxyO. 4 Soil 
(5. 5 2iiunol) t*E*hU7;U^ni^i?3 7 2xil 
(2. 2 1iimol) SrSSTL-fe. -4 5-C-C2l^iajS# 

^/P^UVl. eimldS. 4iniD0l) &SDi.fc. 
-4 5-C-Cl^lSI. ^ffl-CSl^^^m ^'onrf^/l^A 

^2 1 9mg (1R^2 4%) 
>H-NMR(CDCl3): 5.75(1H, dt, J=15.2, 6.9Hz. =CH-C 
Hj), 5.46(1H, dd, J=15.2. 7.6Hz. CH-CH=) , 4.62(1H, 
t. J=7.6Hz. 0-CH). 3.87(1H. q, J=:6.9Hz, N-CH) , 3. 
68(4H, IB. (CH2)20). 2.63-2.32(6H, m. CH2N{CH2)2). 
2.26(2H, t. J=«.0H2. N=C-CHz), 2.05(2H, q, J=6.9H 
z, =CH-CH2.). 1.62(2H, in. N=C-CHz-qiL), 1.26(34H, 
m), 0.88(6H, t. J=6.9Hz. CH3) 
>3C-NMR(CDCl3): 167.8. 134.8, 128.1. 84.5 . 69.7. 6 
6.8. 62.9. 54.1. 32.1, 31.8. 29.6, 29.5, 29-4. 29. 
3, 29.2, 29.0, 28.9, 28.3, 26.0, 22.6, 14.0 
TOF-Mass: 505(M+H*). (C32H6oN202 504) 
HraiS(FAB)C3 2H6iN202 (M+H*), HfHi; 505.4733 
m-. 505.4736 

CaD d23=+19.4 ♦ (c=0.32. CHCI3) 
[00803 (3) (2R, 3R, 4E)-2-r^y 
;wr S / - I - U / - 4 -/f ^ ^'T-b>'- 3 - 

(4R. 5R) -5- ( 1- (E) -'^.y^T-fe-Zl') 
- 4 - 1 U y ;^ f-^P- 2-y -fU- 2 - V 
>'190iiig(0. 3 8iBinol) t3N ^Sml^Jlli., a 

izmmttc^k. ssxf-/t^T'3iHitttBL, w^^im 
1 : 3) THHL, mmni2 5<i>gmm6 3%) ^ 

We. 
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iH-NMR(CDCl3;D20 exchange): 5.73(1H, dt, J=15.2, 
6.9Hz, H-5), 5.42(lH,dd, J=15.2, 6.3Hz, H-4), 4.27 
(IH. dd. J=6.3, 3.6Hz, H-3), 4.04(1H. m, H-2). 3.6 
9(4H, t, J=4.6Hz, (CH2)20), 2.69(1H, dd, J=12.9, 
6.6H2, H-lb). 2.55(4H, t, J=4.6Hz, N(CH2)4), 2.49 
(IH. dd, J=12.9, 5.6Hz, H-lb), 2.17(2H, t. J=7.6H 
z, CO-CH2). 2.04(2H. q, J=6.6Hz. =CH-m), 1.60(2 
H. m, CO-CH2-CH2), 1.26(34H, m). 0.88(6H. t, J=6.9 
Hz. CH3) 

10 i3C-NMR(CDCl3): 173.4. 133.5. 128.8, 73.6. 66.8 . 5 
9.7. 54.2, 49.8, 36.7, 32.2, 31.8, 31.7, 29.6, 29. 
4, 29.3, 29.2, 25.7, 22.5, 14.0 
TOF-Mass: 524{M+H*), 546(MtNa*)(&2H62N203 522) 
HRMS(FAB)C32H6 3N203 (MtH»). aHit; 523.4838 MM 
ffi; 53.4837 

CaDo29=+16.9 • (c = 0. 95, CHCI3) 
[0081] ^ef!|l-l (1S,2S)-2-t;& 

y^juTS. y- 3-*;p*';y- 1 -7x~;i^- 1 -y 

20 (IS, 2S) -2-T:^y-(jU7^y-3-^}U^^V 
1 -7xr:;U-l -ro^NVwHaiSgl 0. 0 0 
g (2 2. 4 7mmo 1 ) SriS-ft^^f-^y 2 2 OmU:?§ 
PL.MMT. h*Uj^'y9. 10ml (112. SlmniD 
DRt/mymmS. 50iiil(90. 17iBnol)^Jni 

mimis omfmifzik. w^^*, in mm. 

S5. 35g {mB5. 2%) i:%ti. 
TLC Rt. 0.23 (P^Xf•;^) , 0.36 (^DD^J^/l-A : ^ 

'H-NMR(CDCl3): 7.35-7.26(51, m. aromatic), 6.05(1 
H. d, J=4.88Hz, H-1),5.57(1H, d. J=9.28Hz, NH). 4. 
51(1H, m. H-2), 3.64(4H, m, (CH2)20). 2.49-2.39 
1^2. 38-2. 29(6H, m, CH2N(CH2)2), 2. 18-2.06(5H. m, C 
QCH3, C0CH2).1.54(2H, q, COCH2CH1), 1.25(12H, ra, 
40 (CH2)6CH3), 0.88(3H, t, CHzCHi) 

'3C-NMR(CDCl3): 172.8, 169.9, 137.6. 128.5, 128.2, 
126.5. 75.0. 67.0,59.1, 53.9, 50.4, 36.8, 31.8, 2 
9.4, 29.3 , 29.2, 25.7, 22.6 , 21.0, 14.1 
. [0082]S«fifi«H-2 (1 S. 2S) -2-t;» 

/'fyuTSy-B-^yp*';/- i-7x-;u-i-r 

(is, 2S) -2-T^y^)U7^y-3-^)i'7f^V 
/-l-7x-;i/-i-rat;U ^ 1,4 

14. 6iiis(3. 2 7 Smmol) ^rX^^y-zUSOmUl^ 
50 *»L. S»aT2N JgiSl , 6 38/xl(3. 2 76iniiiol) 
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(IS. 2S) -2-T;&y'f;i'rs>'-3-t/p;i>y 

V - 1 -7x-;p- 1 -rot;WT-fex-hiii!)ei . 

54 g (iR^ioo%) ifc, ±ie^iffioig 

nA^'igSr^tfflt, (is. 2S) -2-T*y>f;ur 

5 / - 3 - ^ yu* u y - 1 - 7 X -/I/- 1 - TO tr;u 

10083] IISfi01J2 (is, 2S) 

;ur 5 y - 3 'J / - 1 - 7 X 1 - r n e 

(IS. 2S) -2-x;(?y>fywrsy-3-t;i'^u 
y-l-7x-;l'-l-rqAV-;UieK)a9D2. 1 
mg ( 2 . 0 3m)\ ) , i^'S/^ OA,df-i^;l.;!^;P;K>'^ S H 
70 9. ems (3. 4 4iiMiiol) , N, N -i/'y -f/P-^^U 
>'y2 16. 2ing(2. 1 Oimnol) au^N, N-^yf- 
yUrSyt^'Jv-VQS. 5ing(0. 8 0 6innK)l) 
^f-^y2 0iiil^llP;l, MiaT2 aramfPLyi. RiSiJI 

jSJSi. 7j<&i/"tasi:feja*-en'r^i.7 0mi-cm<x*/i^t, 

7^- (g^i?Xf-;P:>:5^y->W=9 : 1 ) t'^SSSL, 
?^fea^^i^»tetl^7 13. Sing (iR$74. 1%) ^ 

TLC Rf; 0.33 (^nnTjt/l/A : ;<^'/-;l'=20:l) , 0. 
19 (PBtX-f^P : >:J'/-yW=9:l) 
»H-NMR(CDCl3): 7.34-7.26(5H, oi, aroiatic). 6.13(1 
■H, d. J=4.3^z, H-1).5.95(1H. d. J«8.79Hz, NH), 4. 
51(1H, m, H-2), 3.65(4H, ra, (CH2)20), 3.25(2H, d, 
J=2.93Hz. COCHzN), 2.44(4H, m, N(CH2)2), 2.35-2.32 
(8H. n. H-3, N(CH3)0, 2.11(2H. m, COCH!). 1.53(2 
H, m. COCH2CH2). 1.25(12H. m, (C^eOh). 0.8&(3H. 
t. CH2C!fe) 

13C-NMR(CDC13): 172.8, 169.5, 137.5, 128.4, 128.2. 

126.5. 75.1, 67.0,60.5 . 59.2, 53.8, 50.4. 45.3, 3 
6.7 , 31.8. 29.4 . 29.3 , 29.2, 25.7, 22.6,14.1 

[OO841^01J3 (1 S, 2S) -2-T;&y^ 

;i'7 5 y - 3 - ^ 'J y - 1 - 7 x 1 - Tu e 

(IS, 2S> -2— f*y'f;PT5y-3-^:;U;Jt'j 
y-1 -7x-;P-l-7*D/>V-/l'JgK^98 2. 2 
ing(2. 2 0 7mol) imt^i-l'y2 0mHzm^L. 
MiartUyVO. 357n\ (4. 4 1 umol ) StJf ;< b 
^i^T-fe^/l'rJ'ny HO. 242id1(2. SSmml) ^ 
liUiXmL. 2 4l^iSf^tf'Ji^>0. 17901(2. 
2 0 7iiiiBol) Sl^^h=^i^T-fef-;l/^'n';KO. 2 02 
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■1(2. 2071111001) amuz, mmim. ^^j 

i^itX-f/W 1 0 0 ml ^ JD;c , WISIS: 1 N W^: 

i^'Myyi';*7i^^n-7h^77 (^'na^^/WA : 
^;j7y-,U=4 0:1) T^iat. tefeJStt(7)tlfe!fe« 
1. 0 0 0. 8iBg(JR$9 8. 2%)^^/i. 
10 TLC Rf. 0.39 (i?Dn7^;l/A : :J'y-;l'=20:l) , 0. 
48 (PKX^;i. : .X:5'y-;k=20:l) 
IH-NMR(CDC13): 7.36-7.27(5H, aromatic), 6.14(1 
H. d, J=4.88Hz, H-1),5.64(1H. d. J=9.28Hz, NH), 4. 
54(1H, m. H-2), 4.09(2H. m, CHiOCHa). 3.64(4H. iti, 
(CH2)20), 3.44(3H, s, OCH3). 2.48-2.37^1^^2.35-2.3 
0(6H, m, CHjN(CH2)2), 2.12(2H, m, COCH2). 1.54(2H, 
m, COCH2CH2), 1.25(12H. n, (OyeCHs), 0.88(3H. 
t, CHzCHa) 

i3C-NMR(CDCl3): 172.8, 169.3, 137.1. 128.5, 128.4, 
20 126.6, 75.5. 69.8,66.9, 59.4. 59.0. 53.8. 50.3. 3 
6.8, 31.8 . 29.4 , 29.3, 29.2. 29.1, 25.7,22.6, 14.0 
[ 0 0 8 5 ] ||j(f£<?lj4 (1 S, 2S) -2-T;{^y'f 
/l.'T s y - 3 -^yW^J? 'J y - 1 - 7 x-;t/- 1 -ro h* 

(IS. 2 S) -2-f*y'(;l'7Sy-3-^;P;J:>j 
y-l-7xXyU-l-rDAV-;Hig?tS9 5 6. 6 
iiig(2. 1 3 6iniiol) $"ia.ftXf-Uy2 2 0mU2ig*> 

m?aTt'J>''yo. 3 4 6iiil(4. 2 7 2imiiol) 2Sl 
y^*7l<3A^i834 6. liiig(3. 4 5 9011001 ) ^jD;t 
30 -CJtfft. 2 4ll#rBTf^b-'J>''y0. 14 1ID1 (1. 7 3 
7 nifflol) A 7 3. Smgd. 7 3 7iiiih 

ol) SriijDt^. SJC«7f^. IN Jiit7 0iil^Jrai. 
2 0:5^^^t3tf|t. ^OU;j^/t-Al OOmlTlftajL. 

ifeJfi^^-iim 7 0 ml tmi^tf? L . Y U 'i' A± 

^!Bj^>''JX?y;L'^7A:7o-7h^^7 7'f- (^'no* 
)\'J^ : y :?y-;l'=2 0 : 1 ) "CfSSL, fifeilfa^^iO 
®iEi|W637. lmg(lR$54. 7%) 
TLC Rf. 0.24 (^'oa;^/l/A: y:J'y-;U=9:l). 0.12 

'H-NMR(C0Cl3): 7.35-7.26(5H, m, aromatic), 6.40(1 
H, d, J=9.27Hz, NH).5.96(1H, d, J=4.39Hz, H-1), 4. 
63(1H. m, H-2), 3.74-3.62(4H, m, (CH2)20).2.82-2.5 
7SUf2.39-2.35(10H, m, COCH2CH2CO, CH2N(CH2)2). 2. 
14(2H, m. COCH2), 1.51(2H. m, COCH2CH2), 1.25(12H, 
m, (CH2)6CH3). 0.88(3H. t, CHzClfa) 
>3C-NMR(CDCl3): 176.8, 173.5, 171.5, 137.0. 128.6. 
128.4. 126.4, 75.3.65.6. 58.3. 53.0, 49.3. 36.5, 
50 31.9 , 30.4 , 30.3. 29.5 . 29.4. 29.3, 25.5,22.6, 14. 
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[0086] HJfiCajs (1 S, 2S) -2-5ri?f-;l/ 
:t^>';*/U;K-;l'7S y - 3 -^/l/^J^ 'J y - 1 - 7 xr. 

(IS. 2 s ) - 2 -3ri!'f-;i'3r^>';<^/i'^-;P7 5 y 

- 3 - ^/P7h U y - 1 - 7 X 1 - 7*Dy NV-;n 
034. 5iiig,(2. 6 3 9iimol) &Jg'ft^f-p>'2 6iiil 
t^*>L, ^Ttyv'yO. 5 4b1 (6. 6 7 7iimo 
1) aiXiE?J<i^KO. 5nil (5. 3 04iniiiol) $:JlI;t-C 

14S#r^f*f>Ji-'yO. 54ml (6. 677imii 
ol) m/MA<jSmO . Bull (5. 3 0401101) SriijDL 
•k, K^5*im ^^y'-;^5nllS:3!lnt2 0^Ma^L 

^)V= 1:1) -CMSUt. «ife>ft*^<0||ietl«9 1 5 . 
2ing(lR^7 9. 9%) ^^Ifc. 
TLC Rf. 0.44 (CHCl3:W[eOH=20:l) , 0.21 (n-Hexane:A 

cOEt=li2) 

>H-NMR(CDCi3): 7.35-7.26(5H, m. aromatic), 6.02(1 
H, d. J»3.91Hz. H-1),4.83(1H. d. J=7.81Hz. NH). 4. 
13(1H, m, H-2), 3.97(21, m, OOO-CHj), 3.67(4H, m, 
(CH2)20), 2.50-2.31 (6H, m, CH2N(CH2)2), 2.12(3H, 
s, COCHa), 1.53(2H. m. COOCHzClk), 1.27(10H. m, (C 
H2)5CH3), 0.89(3H. t, CH2CH3) 
13C-NMR(CDC13): 169.7. 156.4, 137.8, 128.4. 128.1, 
126.5, 74.9, 67.0,65.2, 59.6, 53.9. 52.7. 31.8, 2 
9.2. 29,0, 25.8, 22.6, 21.0, 14.0 

[0087] nitfiaie hr, 2R) -2-Kyi^)i' 
)V- 1 -rDtr;u T-tf — hco-^^ 

( 1 R . 2 R ) - 2 -K.yi^ii't^ xX? }i'ii(-)i'7 5 / 

- 1 - 7i-;l'- 3 - U vV - 1 -run J -A' 2 
84. 2iiig(0. 8 0 3iiiiiiol) 5rtf'Ji/'y5niU:!j§*» 

*>8±tc:"r. is^kSfsn 5 1. 4/xi(i. eimiiio 

1) SriDt, HiariSfi'L. 1 6l^ra^. il*BB!3 
8. 0;Ltl(0. 4 0 3iiiiiol) StjUdU^. Sje*IT1^1 
N im3 OinlJrSpi., 2 0^iaiif|!L;^f^. gfg!x^;p 

tz. ttz. •&b-ii-^cift?i5$-^'ao*;i^i.7 0nilT3llItt 

y/P;5f5A:?a'7h/7 7-l- (^DD;Jt;l/A : .X^y 
-/P'= 2 0:1. i^Kxf-yP : y :?/-/i,= 20:1) 

Tisia t s ^mw^wmn'^ 230. 9 mg ( 7 

2.6%) «r#^. 

TLC Rf. 0.24 {9'0'0T\-^)Vl. : y :?y-/l'=20:l) . 0. 

31 mm:^t}\^: ^^y-)\^=9:\) 

iH-NMR(CDCl3): 7.34-7.25(10H, o, aromatic), 5.95(1 
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H. d. J=4.88Hz, H-1). 5.10-4.94(2H, m, COOCH2), 4. 
17(1H. 1, H-2), 2.51(6H. in. CH2N(CH2)2). 2.03(3H, 
s. COCW3). 1.73(4H. m. H-3'. H-4') 
•3C-NMR(CDCls): 169.7. 156.1, 137.7. 136.6, 128.6, 
128.3, 128.2. 128.0. 127.9, 126.6 , 75.3 . 66.5. 5 
6.5 . 54.5 , 54.3 . 23.5. 20.8 

mmm 2-6 ffMt-^m t , mm i nz^ri uzijmx'. m 

[0088] ^Jfe^j7-l 0 

10 tt:. mmn-i oiz7Fit:it'^^:mizm\\ ^ 

[oo89]^sfiMii mmimmssi^vY-<o^ 
m^mmizm-iL-huzf-PDUPRx/L-h 

U-^f - P D M P r -fe T- h tfOKW^m 
CmWi'A) i!)W±Wister^ai147 -y h (#:« : 2 5 0 

-280 g) 8mm^mmm<^wmii 

J^C7'X hlCPulsinelli and Briefly /c>CO:&S(Stroke, 1 

0,267, m9)m-^xmmmcr>mtmmmmmm 

mniLummMmTX'immmi i o^fs^' u v 
nmxi^mu mmmi9^mmzmziomm 

mvimkiizn^K mmim<o8^(fmimffyim 

mm (iS)H^*«4a±$'^<-f ) o3aFgtcwfiiiiL 

[0090] mm v-/vm^^i^sif^m:>m^ 
wmazmhMkmtmM. i mmnni^mimm. 

Tl^^ L- h L':^- P D M P i: L - h P D M PT 
40 1. 5%Tween 8 0**4a:ftJfi*fc:^jB$-y-. 2ii«A 

g(i.v.) $-;iJt5(!ia2 4B#ram*»^>iB2i5i, 6Biaa 

\±. mm ( 1 . 5%Tween 8 0^W4a:felg;)cS-tft 
4:01*. ischemia t^-f) tjktt, ^^ToBSiRa 

^m^i^Lu&mzi: h^mmimm'tirMziiw 
50 ^m^(^<^^H-xm^mi7Tit^timmL.m. 
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■fef — immL<^m\Ri/t§mim<r>wj^<^mi} /^/p b s i . omi <*)MMt. 2 o^HSMfi 

izt3\>x. L-hU3j-PDMPj:'?flliirv>sc:t*s vmuz. if^i^3yr±M*B*UJt^*. pbs 

WBHU. L-hl^jJ— PDMPr-feT-h<7):tm*«iI 0. 5il?:Jni^. ®jS«rFX4 0~X 1 0 OteT, 5 

mmmmm&'ij'yfcSB . ^immm(mniz m i o omiiLkmmLtz. p^ma. fti^tKT) Expunt 

[ 0 0 9 2 ] i fc. *IS^Wfi4£7)^St^ffl*W'<;l^r<7) 10 /i. 

es?s$ : jESii?ia7tJi±*»oKS»^ i&.r.^ [ o o 9 5 j cm^j sis •(t-^Aaz/BiDS:*;^ 

S& : iEgHR»7ei±*»oi«g!«^2x<i:3. : tuM mm (mz 1 o/iM)fc*5tt-si*igsgia<*^?gtt (%) 

tl^4Ja±) t Lril2tcS^t?t. -?-<0g^. L-M/ ^mlfz. :i<?)^l|*^^>. L- M-^f-PD MP T-fer 

7^-PDMPr•fef—^{i. L-M-;t-PDMPtJt - hi^in vitroT<^)»igSSeff^{fijt?£1t*»'BBfe*»t^: 

2iis, L-hWt-PDMPS'L-PDMPfcBSLTifi [ 0 0 9 6 ] IDJfi0l|l 3 J^T y<b«r 'J -^^AlSB^Sigg 

$6L/>:. JfE (KCN Hypoxia)-?^ X^TJl'lzm'tL-h]^it-P 

[0093] II640IJ12 L-hU':t-PDIVlP&l/tL DM PT-br- h^OE^S^S 

-hUsi-PDMPr-feT-bcottgSljeffftail *^aB^t-^tl(!0milf^fflS:«IISt^fci6. L-hP5f 
C^:^HfiiSl 7B<^Wistw^9'Xh (B*SL 20 -PDMPT-feT— hcT)! . 5%Tween 80^:&4a:ft 

C ) J: *)fik}li:mmzmiiilfdk (mSE) , Ja*?i?SSr. 8m'2 Orag/kg C7)#fflfir 

O^l-Lt:, mzizEH&'^ij^t^.fmm mzi^ry-it:^ i; (KCN) 2 . 4mg/kg ^»Jii*it^Sl 

^ 0 . m&mmz . 8 E^<7):WBiiSfiS: 6 0 UT . 1 mmm^^iim iti , 

mitJffl±T$^:<^ S y U Tif«tC^'!? 1 0 0 I. 5 [0097] ^(7)^^. n y N a-/m(m<7)?f.iS.^: 

is>\v>mim^m-m?k(PBS) i2mux^\-m n=5) li. s%cr)^^m(LD3s)x'h&<7)izMi.- 

(Explant) SrMJ; OlftV^flO . 5 0 Orpa x 1 ^CO^t^ Sm/2 Omg/kg ff^^WMt-^^^4-mii. 80%<r>± 

^Ltz. S^~mS& (single cell) Sr#tf±}S*|^#. ^mi^Lfz. ttl, 2iBg/kg 0*%Wt^!H^4» 

P>y h{CDMEM(Dulbecco's modified Eagle's mediu ii, 4 0%<504^^!^$'S^t?t. 
in)4oil$:jD;tT®lS§lt. linl-:?-:>5 0HilCQ7T;U3> 30 [ 0 0 9 8 ] ULhOSSSJi. *l|BM-^<7)j|wftSf^ffl 

'f-i-7'tc#at> DMEM 1 2iil^jD;i«:. f-a- (:S-^< *^s3-(l:^«)|Sifi^Ji: L 

W5yT'i3-bU^2 4yN:7V-h (2cm2)4m=t [0 09 9] ^fe. ±fe#fflfi(:i5V^T. SHR^-yf 

(r^it ( 1 . 6 6X1 OScells/S 0 0 /xl/well) . m'lE'^y v htcStfl-Jtoff. 

ioo94]ig«2i^s^ic±)S5o>ui ^mw.^. mmamhti^^^^'^ti. 

PT^y—h) 5 0m\ m'mm s x-^^itdt^ t la i ] Jt o je imsty -y v cr>^mmwmizmi 

B$-$5?M5~2 0mM (^'irl.i'J-i^DUc. 2Biat& L- hP:t-PDMPiStUfL-M'5)--PDMPTHrT 

SLfc^. i%//i.^'/mi'ftH/'PBs^5oo/x -h<r)jEMmmmmmmmzmtmm-t. 

\ mi. m^X'2 0immmtt:. "^^^i^ayXim^ 40 [02] L-hW;l--PDMPT-tr-h&lXL-hU 

I^L^cf^, 0. 5nilPBS$-t9>o< OaiL. 1-<'lC ?j— PDMPjii^|S-^fS<oflSf*cP'<Jl'rwSSigMB'lt 

i^ffiSJa ('JyKZ*S;«r'J'>A6. 63g&t;'jyK [S3] L-M^;t-PDMP7-fer-h {it■^^)& 

m-i- h U -^A 2 . 5 6 g Sr^S*T 1 . 0 0 0 lUz X/mmS V^^Ltzit^ (ft^B) coPf^^^W 
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Vehld»(Twoen80) 




L-PDMP r-tx-h 
Smg/Kg l.v. In TWMn 80 



□ stsi mm 




L-PDMP 

2mg/Kglv.inTvyeen60 
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